Supplemental experimental procedures

Mice and Treatments
C57BL/6J (CD45.2) and B6.SJL-Ptprc a Pep3 b /BoyJ (CD45.1) mice purchased from Jackson Laboratory (Bar Harbor, ME, USA), were housed and bred in the institutional experimental animal facility. 8-12 week-old mice were used in the experiments. All procedures were approved by institutional animal ethics committee (IAEC) of NCCS.
Simvastatin (or vehicle) was orally administered to the mice for 5 days/week and subcutaneously once a week (25mg/kg body weight). To study the effect of Simvastatin on engraftment, the recipients were treated with Simvastatin/vehicle for 1 week before and 3 weeks after the BM transplantation. To study the effect of Simvastatin on steady-state hematopoiesis, the donors were treated with Simvastatin/vehicle for 4 weeks.
Reconstitution and activation of Simvastatin
Simvastatin 25mg (Sigma-Aldrich Louis, MO, USA) was dissolved in 1ml of absolute ethanol (pre-warmed to 60 0 C). 600μl of 0.6 N NaOH and 3ml of Distilled Water was added to it and the mixture was incubated at 37 0 C for 30 minutes to convert the inactive form (lactone) to active form (β-hydroxyacid). The pH was adjusted to pH 7.6 and the volume was made up to 5ml with water. Mice were fed with Simvastatin (25mg/kg body weight) for 5 days a week, along with one sub-cutaneous injection per week. Control mice were fed with vehicle control comprising equivalent amount of ethanol, NaOH, water and pH adjusted to 7.6.
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Hemogram and serum cholesterol estimation
For hemogram analysis, peripheral blood (PB) was collected by retro-orbital bleeding in EDTAcoated tubes. The samples were analyzed using Automated Hematology analyzer (Cellenium 19-Trivitrom health care). For analysis of serum cholesterol, mice were fasted overnight and peripheral blood was collected. Serum cholesterol was analyzed using Liquizyme cholesterol detection kit (Beacon Diagnostics, Gujarat, India) as per the manufacturer's instructions.
Flow Cytometric analyses of various cell types
Doublets were excluded by FSC-H X FSC-W and SSC-H X SSC-W. Single antibody stained channels were used for compensation. Appropriate isotype control antibodies were used for each antibody. All flow-qualified antibodies were purchased from BD Biosciences (San Jose,CA, USA), or eBioscience (San Diego, CA, USA ), unless mentioned specifically. Specific clones of various antibodies used are listed in Table S1 .
Repopulation assay:
For repopulation studies, CD45.1 and CD45.2 congenic chimera mouse model was used. To 
HSC subsets and progenitors
For characterization of donor-derived HSCs in the recipients bone marrow, the BM cells were stained with biotin-labeled lineage cocktail (BD Biosciences), followed by streptavidin-PerCp- Figure S3D .
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BM niche cells
The BM cells were stained with biotin-labeled anti-Sca-1 antibody followed by staining with streptavidinAPC-Cy7, CD45. supplemented with mouse-specific recombinant growth factors namely, IL-3 (10ng/ml), SCF (10 ng/ml), IL-6 (10ng/ml) and EPO (2U/ml) (Peprotech, Rocky Hill, NJ, USA) and plated in 35 mm low adherence dishes (Stem Cell Tech). The plates were incubated at 37 0 C in 5% CO 2 in a humidified atmosphere. After 10 days, colonies formed were counted under inverted phase contrast microscope (Olympus). Colonies belonging to Burst-forming Unit-Erythroid (BFU-E),
Granulocyte-monocyte colony forming units (CFU-GM) and Granulocyte-Erythroid-monocytemegakaryocyte (CFU-GEMM) were scored using standard morphological criteria.
CFU-fibroblast (CFU-F) assay:
BM cells (1X10 6 ) were suspended in IMDM supplemented with 20% FBS, and seeded in 60mm dishes. The dishes were incubated at 37°C/5% CO 2 for 12 days without disturbing. The nonadherent cells were washed and the adherent colonies were fixed with 10% buffered formaldehyde. Plates were stained with 0.1% crystal violet and the colonies were counted under an inverted microscope (Olympus).
Culture of Lineage negative cells with Simvastatin:
Bone marrow-derived lin -ve cells were isolated by incubating BM cells with biotin-conjugated antibody cocktail (Lineage cocktail, BD Biosciences) followed by streptavidin-conjugated paramagnetic beads (Dynal). Unbound cells were collected. This linHSCs. Lin -ve cells were cultured with or without simvastatin (1µM) in IMDM supplemented with 20% FBS and growth factors (mIL-3 10ng/ml, mIL-6 25ng/ml, and mSCF 25ng/ml; Peprotech, Rocky Hill, NJ, USA) for 7 days. Cells were harvested and analyzed for various HSC subsets by flow cytometry.
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BM histology
Femurs were fixed in 4% paraformaldehyde, decalcified and embedded in paraffin. Sections of 4μm thickness were cut and stained with hematoxylin and eosin (H&E).
Cell line
M210B4, a murine bone marrow-derived mesenchymal stromal cell line was used as a model system in some of the experiments. The cell line was originally purchased from ATCC and was maintained in RPMI supplemented with 10% FBS.
Radioprotection:
M210B4 cells were dosed with γ-irradiation (3.5Gy). The total protein was extracted in RIPA lysis buffer. Radio-protection was assessed in terms of Rho kinase inhibition, by western blot analysis of cell lysates using antibodies to myosin light chain-2 (MLC-2) and phosho-MLC-2 (Cell Signaling; Danvers, MA, USA).
Western Blot analysis:
The protein concentration of the cell lysates was estimated using micro BCA protein assay kit Table S2 . Quantitative PCRs were performed using the Platinum® SYBR® Green qPCRSuperMix-UDG (Invitrogen) and analyzed on ABI 7500 fast system (Applied Biosystems, Foster City, CA, USA). Gene expression was normalized with the GAPDH. Relative gene expression was calculated as (2 ΔCt × 100%).
STATISTICS
Statistical analysis was performed using one-way repeated measures analysis of variance (OneWay RM ANOVA) using Sigma Stat software (Systat Software, Inc). p<0.05 was considered significant. Results are expressed as mean value ± SEM. 
